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CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB Methods and probes are provided for the analysis of target sequences 

having two or more polymorphisms wherein one of the polymorphisms is to 
be distinguished and another polymorphism is to be masked. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to methods and compositions for determining 

single nucleotide polymorphisms (SNPs) in P450 genes. In preferred 
embodiments, self extension of interrogation probes is prevented by 
using novel non self -extension probes and/or methods, thereby improving 
the specificity and efficiency of P450 SNP detection in target samples 
with minimal false positive results. The invention thus describes a 
variety of methods to decrease self -extension of interrogation probes. 
In addition, this invention provides a unique collection of P450 SNP 
probes on one assay, primer sequences for specific amplification of each 
of the seven P450 genes and amplicon control probes to evaluate whether 
the intended p450 gene targets were amplified successfully. The 
invention also describes a variety of array platforms for performing the 
assays of the invention; for example: CodeLink. TM. , eSensor.TM., 
multiplex arrays with cartridges etc., all described herein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Method and materials are provided for screening for genetic polymorphism 
in a test population of DNA fragments. Heteroduplexes are formed between 
members a test DNA population and their corresponding complements from a 
reference DNA population. Perfectly matched heteroduplexes are destroyed 
or separated from those containing mismatched sequences. Preferably, 
perfectly matched heteroduplexes are digested by a single stranded 
exonuclease which requires double stranded DNA as a substrate;, such as 
E. coli exonuclease III. Amplicons are formed from mismatched 
heteroduplexes, preferably by extending the partially digested duplexes 
after treatment with exonuclease III followed by PCR amplification. The 
resulting amplicons are inserted into a cloning vector which is used to 
transform a bacterial host. After host cells are plated and allowed to 
form colonies, clones are picked and sequenced to identify DNA fragments 
containing polymorphic sequences. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions for polymorphism detection and separation. The 
methods are readily multiplexed, can be adapted to a variety of existing 
detection systems, and permit target amplification without PCR. The 
methods permit allelic variants selectively to be isolated, with or 
without contemporaneous detection, and finds particular utility in 
facilitating the construction of coisogenic cell collections in which 
the cells differ genotypically by single nucleotide changes targeted to 
defined loci . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Method and materials are provided for screening for genetic polymorphism 
in a test population of DNA fragments. Heteroduplexes are formed between 
members of a test DNA population and their corresponding complements 
from a reference DNA population. Perfectly matched heteroduplexes are 
destroyed or separated from those containing mismatched sequences. 
Preferably, perfectly matched heteroduplexes are digested by a single 
stranded exonuclease which requires double stranded DNA as a substrate, 
such as E. coli exonuclease III. Amplicons are formed from mismatched 
heteroduplexes, preferably by extending the partially digested duplexes 
after treatment with exonuclease III followed by PCR amplification. The 
resulting amplicons are inserted into a cloning vector which is used to 
transform a bacterial host. After host cells are plated and allowed to 
form colonies, clones are picked and sequenced to identify DNA fragments 
containing polymorphic sequences. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention concerns a method for determining at least one 
functional SNP in a gene, comprising preselecting a candidate gene, 
providing a sample population comprising a significant number of 
individuals chosen substantially at random from the general population, 
isolating from each individual of the sample population at least one 
fragment of the nucleotide sequence of the preselected candidate gene, 
identifying at least one SNP in at least one fragment and determining 
the functionality of said SNP(s) . The present invention also concerns 
applications of this method. 
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polymorphism in an intron sequence of the SR-BI gene 
IN Acton, Susan Laurene, Lexington, MA, United States 

Ordovas, Jose M. , Framingham, MA, United States 
PA Millennium Pharmaceuticals, Inc., Cambridge, MA, United States (U.S. 

corporation) 
PI US 6030778 20000229 

AI US 1997-890979 19970710 (8) 

DT Utility 
FS Granted 

EXNAM Primary Examiner: Arthur, Lisa B. 

LREP Foley, Hoag & Eliot LLC, Arnold, Esq., Beth E., Clauss, Isabelle M. 
CLMN Number of Claims: 28 
ECL Exemplary Claim: 1 



DRWN 10 Drawing Figure (s); 12 Drawing Page(s) 
LN.CNT 2717 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB + ' The present invention is based at least in part on the discovery of a 

polymorphism in the human SR-BI gene which is genetically linked with a 
high body mass index. Accordingly, the invention provides diagnostic 
assays and kits for determining whether a subject has or is at risk of 
developing an abnormal body mass index, such as a high body mass. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



